Abstract
Introduction began to offer free, long-term opioid agonist treatment (OAT) to HIV-infected heroin users as a high priority. Under the financial and political support, there were more than 100 sites and ten thousands of heroin users registered in OAT regularly. Moreover, clinicians have been required to upload prescription data of both methadone and public-funded buprenorphine to the national treatment system daily and no take-home dosages are permitted for methadone. Because opioid-dependent individuals are prone to develop stigma related to social contexts [19] , it is necessary to tackle the challenge and assist recovery from opioid use disorder. On the other hand, stigma has been shown to impair QOL among illicit drug users [20] [21] , and it should thus be considered a predictor of the QOL score. Also, a high level of stigma has been associated with a high prevalence of psychological symptoms in opioid users [21] [22] . Therefore, we hypothesized a mediation effect of psychological distress in the relationship between stigma and QOL among opioid-dependent individuals.
The present study, therefore, was aimed primarily at an analysis of the effects of psychological distress on QOL scores and further at an exploration of the possible mediating effect of psychological symptoms on the relationship between stigma and QOL scores in heroin users in Taiwan.
Methods

Research design
A cross-sectional design was employed in this study. It was approved by two institutional review boards (the Jianan Psychiatric Center, Ministry of Health and Welfare (IRB number: 14-022) and the Chi Mei Medical Center (IRB number: 10403-004), Tainan, Taiwan). To facilitate protection of privacy for vulnerable populations (including opioid users), we recruited participants at their most convenient locations, namely, two general hospitals and one psychiatry center. Among them, one general hospital and the Jianan Psychiatric Center were under the direct supervision of the Ministry of Health and Welfare and shared the same IRB. All eligible consecutive patients in the above three sites were invited to participate during the observation period. All participants were more than 20 years old, were diagnosed with opioid dependence by at least one psychiatrist using the DSM-IV (Fourth edition of Diagnostic and Statistical Manual of Mental Disorders) criteria, and all could read, speak, and understand spoken Mandarin Chinese or Taiwanese. All volunteered to participate and complete the assessments after the study purposes were explained to them. Opioid-dependent individuals with other OAT contraindications, such as severe liver disease or acute psychosis, were excluded.
Participants and procedure
This cross-sectional study, conducted from April 2015 to August 2016, recruited consecutive treatment-seeking heroin users from three hospitals with the largest population of patients receiving long-term OAT (including methadone and buprenorphine treatment, but mainly methadone) in central and southern Taiwan. About 500 heroin users regularly received OAT at our recruitment sites (two general hospitals and one psychiatric center). The psychiatrist and case manager helped to identify potential candidates who met the recruitment criteria. Three research assistants were trained and mutually standardized for data collection. Participants were invited to join the study during their outpatient visits and/or their clinical services (i.e., daily observed dosage of methadone). After signing written informed consents, the eligible participants completed a background information sheet, the Self-Stigma Scale-Short (SSS-S), the Opiate Treatment Index (OTI), the Chinese Health Questionnaire-12 (CHQ-12), and the World Health Organization Quality of Life-Brief version (WHOQOL-BREF) under the supervision of the case managers. All the assessments were administered by asking all the participants to complete the questionnaires first independently followed by a standardized face-to-face procedure used to explain the meaning of the questions and assure the completeness and quality of the questionnaires.
Instrumentation
Background information sheet. We collected the following demographics and clinical features from a self-reported background information sheet on the participants: age, which was classified into three groups (younger than 35 years, 35-50 years, and 50 years and older); education, which was classified as elementary school, junior high school and above; marital status, which was classified as married and not married; employment, which was classified as having a full-time job in the past 30 days or not; blood-borne infections including human immunodeficiency virus (HIV) and hepatitis C virus (HCV) were collected by self-report, and HIV infection was validated with a registration card allowing reimbursement for treatment by the Taiwan CDC; substance use history, including amphetamine use, was also collected by self-report.
Self-Stigma evaluation: Self-Stigma Scale-Short (SSS-S). The 9-item SSS-S consists of three domains: cognition, affect, and behavior, with 3 items in each domain [23] . Each selfrated item uses a 4-point Likert scale ranging from 1 (strongly disagree) to 4 (strongly agree). By using a term for a minority group being tested, the SSS-S can be applied to different minority groups for evaluation of the perceived self-stigma in the past week. The psychometric properties of the SSS-S in the minority group classified as "people with mental illness" in Taiwan have been verified as satisfactory [24] . In the current study, we adopted the term "people who use heroin" in the SSS-S to specify our sampled participants, and we did not use "opioiddependent individuals" to avoid any imposed stigma. A higher score in the SSS-S means a higher level of self-stigma, and a cutoff score above 2.5 suggests a high level of self-stigma. The Cronbach's alpha was 0.895 in the current study.
Assessment of addiction severity under treatment: Opiate Treatment Index (OTI). We used the Opiate Treatment Index (OTI) to measure 4 domains: heroin use, HIV risk-taking behavior, health status over the month preceding the assessment interview, and a social functioning scale covering the preceding 6 months [25] . A higher score in a domain indicates a more severe dysfunction for that particular domain. The content validity values of the Taiwan version of OTI were as follows: suitability, 4.66; clarity, 3.98, and usability, 3.80. The interrater reliability of these 4 domains were from 0.706 (social functioning) to 0.950 (HIV risk-taking behaviors), and their test-retest reliability were from 0.646 (HIV risk-taking behaviors) to 0.863(social functioning) [26] . In this study, the Cronbach's alpha was 0.649 for social functioning, 0.752 for HIV risk-taking behaviors, and 0.890 for health status, respectively.
Assessment of psychological distress: Chinese Health Questionnaire-12 (CHQ-12). The CHQ-12 is a validated questionnaire used to assess psychological distress derived from the General Health Questionnaire (GHQ), with the addition of specially designed, culturally relevant items [27] . The CHQ-12 emphasizes more somatic items than the GHQ since in Chinese culture, people tend to present depression and/or minor psychiatric symptoms with more somatic complaints. The CHQ-12 was validated for the Taiwanese context in both community and clinical settings [28] , with the total score for all items ranging between 0 and 12, where a higher score represents a more severe degree of psychological distress in the past two weeks. Cheng et al. [29] previously demonstrated that the internal consistency measured by Cronbach's alpha for the 12-item CHQ was about 0.84-0.83, while that measured in the present study was 0.90, indicating high internal consistency.
Measuring quality of life: The World Health Organization Quality of Life-Brief version (WHOQOL-BREF). The WHOQOL-BREF Taiwan version measures QOL during the past two weeks using 26 items from the original WHOQOL-BREF and 2 culture-specific items for the Taiwanese population [30] . The WHOQOL-BREF Taiwan version contains two generic items (one measures overall QOL, and the other measures health) and four domains: physical (7 items), psychological (6 items), social relationships (4 items), and environment (9 items). Each self-rated item is scored from 1 to 5, and each domain score ranges from 4 to 20 through a linear transformation from the raw score, with a higher score indicating a better QOL. The WHOQOL-BREF Taiwan version has been proven to have satisfactory psychometric properties, with test-retest reliability coefficients within an interval of 2 to 4 weeks of 0.76 to 0.80 at all domain levels (p < 0.01) and an internal consistency (Cronbach's α) coefficient of 0.91 for the entire questionnaire [30] . The Cronbach's α in this study was 0.923. In addition, the WHO-QOL-BREF was validated using a Rasch analysis for heroin users in our previous study [31] .
Statistical analysis
Before we constructed the multiple linear regression models intended to identify the sequential relationships among different levels of covariates with each WHOQOL-BREF domain and item, the collinearity among variables (e.g., age), and the OTI, SSS-S and CHQ-12 domains were assessed using Pearson's correlation coefficients. The strongest correlation of 0.50 was between the two OTI domains (HIV risk behaviors and Heroin use Q score), and no significant multicollinearity was found between the variables included in the regression analysis. During the construction of the models, we included gender, age, education, marital status, employment status, blood-borne infections (HIV and/or HCV infection), concomitant substance use (amphetamine or benzodiazepine (BZD)), treatment status, OTI score, CHQ-12 score, and the SSS-S score as covariates. A series of regression models were applied to explore the relationship between the WHOQOL-BREF (including 26 items and four domains) and the determinants. Model 1 included all of the covariates listed above except the CHQ-12 score. Model 2 included all of the covariates except the SSS-S score, and Model 3 included all of the covariates.
Next, to test the mediation effects of psychological distress, we applied a regression analysis, as recommended by Baron and Kenny [32] . According to their procedures, which are shown in Fig 1 , in each regression model series, the variable order was as follows: In step 1, we examined the relationship between the independent variable (IV) and the dependent variable (DV), where the IV significantly predicted the DV. In step 2, the IV significantly predicted the mediating variable (MV). In step 3, the MV significantly predicted the DV. In step 4, after adjustment of the MV, the effect of the IV was either reduced (partial mediation) or was not significant (complete mediation). Multiple regressions controlling for gender, age, education, marital status, employment status, blood-borne infections, treatment status, heroin use, and four domains of the OTI were conducted. Any variable showing significant associations with each domain was identified as an IV and examined with the four criteria described above, where we assumed the CHQ-12 to be the MV. The significance of the estimated mediation effects was assessed with the Sobel test and the bootstrap method described by Preacher and Hayes (n = 5,000 bootstrapping samples) under the condition that any set of IVs and MVs within the respective domain score met the four criteria [33] .
The statistical analysis was performed using the SAS statistical package (version 9.2 for Windows; SAS Institute, Inc., Cary, NC), and the significance level was set at α<0.05.
Results
A total of 286 participants were recruited. However, only 268 (93.7%) completed the assessments for the analyses because 18 participants did not meet the inclusion criteria. Table 1 provides the participants' characteristics and demographic data. Overall, the mean age was 44.9 ± 7.58 years; most of them were employed (72.4%), had contracted HCV (69.0%), and were male (88.8%). Only slightly more than twenty percent of them had remained married (22.4%), and 39 (14.6%) of the participants were HIV carriers. In addition, over eighty percent of the participants were currently enrolled in an OAT program (82.5%). Approximately twothirds of the sample reported having used amphetamines, and 48 participants (27.6%) had used amphetamines in the past 4 weeks.
Over four-fifths (81.7%) of the sample had SSS-S scores above 2.5, for which the mean score for the participants was 2.9 ± 0.6. Table 1 also summarizes the regression coefficients in the multiple regression models for the scores for the different domains of the WHOQOL-BREF. The CHQ-12 score significantly predicted all four domains of the WHOQOL-BREF. Being employed was associated with higher scores in both the physical and environmental domains. There were significant associations between the OTI health status score and the scores for the three domains, with the exception of the environmental dimension. The SSS-S score was significantly associated with a lower domain score for social relationships. Also, the OTI social functioning scores had a significantly inverse relationship with the social domain of the WHOQOL-BREF.
The associations between the WHOQOL-BREF item and the SSS-S and CHQ-12 scores in three sequential models are summarized in Table 2 . The regression coefficients for the CHQ-12 showed a reverse association with the scores for all items except for "Dependence on medical aids" when the CHQ-12 was included as one of the determinants. Nevertheless, the SSS-S was associated with four domains and 14 of the 26 items of the WHOQOL-BREF before the adjustment for the CHQ-12, whereas it was only associated with the scores of five items and one domain after the adjustment for the CHQ-12. We further tested the mediation effects of psychological distress (as assessed by the CHQ-12) in the relationship between the SSS-S and WHOQOL-BREF scores, for which the results are summarized in Table 3 . The results of the Sobel test for mediation indicated that there were indirect associations between the SSS-S and all domains of the WHOQOL-BREF through the CHQ-12. Although the association between the SSS-S and the social relationship domain remained significant after adjusting for the CHQ-12, it appears that psychological distress (Table 3) demonstrated that the indirect effect was significant (p < 0.05) for all domains of the WHOQOL-BREF. The bootstrap results verified the Sobel test, with a bootstrapped 95% confidence interval around the indirect effect not containing zero, as shown in Table 3 .
Discussion
Although previous studies have examined psychological distress on the different domains of the WHOQOL-BREF among opioid-dependent individuals [9] [10] , this study is the first Step 3 attempt to explore psychological distress (as assessed by the CHQ-12) and self-stigma (as assessed by the SSS-S) on every domain and facet of the WHOQOL-BREF. Hatzenbuehler [34] suggested that the effort required to cope with stigma in sexual minority groups diminishes individual psychological resources and therefore produces greater symptoms of psychological distress. The combined stress can result in adverse effects on both mental and physical health. Since treatment modalities, the access threshold and policy regulations vary across different countries, our study focus on the opioid users seeking for OAT, which is the mainstay of addiction treatment both in Taiwan and worldwide. Our findings suggest that in drug dependency groups, psychological distress may completely mediate the relation between self-stigma and the physical, psychological, environmental domains, and may partially mediate the relationship between self-stigma and social QOL, thus corroborating the hypothesis. Our results indicated a strong relationship between QOL and psychological distress among opioid users, which was consistent with previous articles [35] . Although the WHOQOL-BREF and CHQ-12 may share overlapping constructs for the psychological and physical domains, the fact that the latter is also significantly predictive of every facet of the social and environment domains of the former cannot be explained by the overlapping construct alone. However, psychological distress as measured by CHQ-12 in this study was associated with the scores of every domain and all facets of WHOQOL-BREF except those for the "Dependence on medical aids" item. The results echo previous Asian studies suggesting a high prevalence of co-morbid mood disorders associated with low healthcare utilization among patients undergoing opioid agonist therapy [36, 37] . It should be considered the heroin users are dually identified as criminals and patients in Taiwan and a substantial proportion of OAT subjects have been arrested first then transferred to long-term treatment. These contexts could themselves worsen the problems of stigma. Since eighty percent of our study subjects suffered from high levels of self-stigma, namely, had SSS-S scores over 2.5, and stigma was found between healthcare workers and drug users [38] , many such heroin users will avoid seeking care from conventional healthcare facilities [39] even when they suffer from health problems reflected in the CHQ-12.
Another important finding of our study was to demonstrate the relationship between selfstigma and QOL. Also, we further examined how psychological symptoms modify the effect of self-stigma on QOL. Self-stigma significantly affected every domain of the WHOQOL-BREF before adjustment for the CHQ-12 scale, but only scores for the social domain remained statistically significant after adjustment for the CHQ-12 score (Table 2) . Moreover, the initial predictive effects of self-stigma on 14 of the 26 facets of the WHOQOL-BREF were reduced to five after the adjustment for the CHQ-12 score ( Table 2) . Three of four facets among the social domain still remained significant, which indicates the independent, detrimental effect of selfstigma on social relationship QOL. These findings corroborate those of prior studies on stigma and QOL among HIV-infected subjects [40] [41] [42] .
We further tested the mediation effect of psychological distress between stigma and QOL using Baron and Kenny's procedure [32] and the Sobel test [33] . Table 3 summarizes the results and corroborates the possible complete mediation effects of psychological distress (as assessed by the CHQ-12) on the relationship between the scores for stigma and those for the physical, psychological, and environmental domains of the WHOQOL-BREF. It also indicates a partial mediation effect on the relationship of psychological distress with stigma and the social domain of the WHOQOL-BREF. The R-square values of the regression equations were generally above 0.4 (Table 3) , indicating a good explanation when using our predictors for the variance of each domain of QOL. Therefore, we tentatively concluded that the mediation effect exists and that the detailed mechanism deserves further investigation. While self-stigma is highly prevalent among opioid users and generally affects their QOL, this issue may be dealt with through proper management of psychological distress.
In this study, we excluded patients with contraindications of agonist therapy such as severe liver cirrhosis and acute psychosis to avoid potential confounding. We also controlled for the demographic factors of abuse of other substances (amphetamine and benzodiazepines) and co-existing infectious diseases (HIV and HCV infection) in our model construction. Our final models showed that perceived physical problems (assessed by the OTI health status domain) also had negative associations with three domains of the WHOQOL-BREF. This is comparable with the findings of a previous Asian study [8] . Generally, physical problems are the most frequent co-occurring disorders among opioid-dependent individuals because of their chronic drug use, unhealthy life style, and risky injection behavior. Our results indicate the complexity of co-morbidity associated with patients with opioid dependence.
Given the great impact of psychological distress on every domain of QOL among treatment-seeking opioid users, we also found employment to be independently associated with the physical and environment domain scores. This implies the importance of the reintegration of people with mental illness into society, as was emphasized in a previous study [43] . Moreover, our findings indicating that current injection of heroin among opioid users was only associated with the physical domain scores of the WHOQOL-BREF could be a result of the long-term (mean duration: 31.78 ± 21.67 months) treatment effect of agonists. This also implies that QOL measurements can be considered an alternative outcome for long-term addiction treatment.
Several limitations of this study should be mentioned. First, the cross-sectional study design limits the power of causal inference. Additional longitudinal studies combined with repeated measurements are warranted to further examine the temporal relationships associated with the hypothesis of a mediation effect. Second, relatively few opioid-dependent subjects have access to opioid detoxification because the short-term hospitalization must be paid out-of-pocket and usually not affordable. Therefore, our study subjects were recruited from three largest longterm OAT sites in Taiwan as a convenience sample, and none of them were homeless at the time of the study. Although the characteristics of our sample were similar to those of Taiwanese nationally representative data [44] , the treatment access threshold or policies that guarantee accessibility vary across different countries and one must be still cautious in generalizing our results. Third, the instrument (SSS-S) used for the self-stigma assessment was not designed specifically for opioid users. Instead, the SSS-S is an instrument widely applied in subjects with different conditions [45] based on its replaceable terms describing stigmatized populations. However, using the SSS-S offers the advantage of comparing populations with dependence on different substances. Last but not least, the participants' understanding of the subjective construct under evaluation could have changed over time (response shift) or recollection could have been inaccurate (recall bias), which could have biased our results because of the interrelated nature and different time references of the instruments used in this study. However, in Taiwanese culture, participants tend to underreport their psychological distress (as assessed by CHQ-12 in this study). Because we found a high level of self-stigma in this study, the mediation effect of psychological distress between self-stigma and quality of life would only be violated by response shift bias. Since the major questionnaires (namely, SSS-S, CHQ-12 and WHOQOL--BREF) in our mediation model had relatively short time references (one or two weeks), and these measures were found to have good internal consistencies, with Cronbach alpha scores around 0.900 in this study, we assume the above biases would be minimal.
Conclusions
This study corroborates the hypotheses positing that self-stigma and psychological distress are key predictors associated with QOL among treated heroin users. Furthermore, psychological distress very likely plays a mediating role in the relationship between self-stigma and QOL. Given that self-stigma is particularly prevalent among opioid-dependent individuals, effectively managing their psychological symptoms may still help improve or maintain a good QOL. However, high levels of self-stigma also indicate poor social QOL after adjustment for psychological distress. A comprehensive approach combining mental health assessment and treatment and social reintegration programs should be considered to alleviate psychological symptoms and reduce self-stigma, thereby promoting the overall QOL of opioid-dependent individuals. 
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